Objective: To verify the existence of sporadic cases of temporal lobe epilepsy (TLE) of possible idiopathic nature with onset in adult life and to define their characteristics.
INTRODUCTION
The classification of epilepsies and epileptic syndromes initially proposed by the International League Against Epilepsy (ILAE) 1 was based on two main axes in relation to the seizure type (focal or generalized) and their presumed aetiology (idiopathic or symptomatic). In the revision proposed in 1989 2 , the category of cryptogenic epilepsy was introduced to indicate forms which are presumed to be symptomatic but whose aetiology is unknown. Since then, the term idiopathic refers solely to those epilepsies with typical electroclinical characteristics and a proven or suspected genetic background. The patient usually has a normal interictal state, without neurologic or neuroradiologic signs. In the light of this classification the idiopathic epilepsies are exclusively age related 2 . While the existence of idiopathic cases of the adult has been admitted with some caution for the generalized epilepsies 3 , this possibility is denied for the focal forms. However, in a variable percentage of subjects affected by focal epilepsy with onset of seizures in adult age, no significant medical illness or injury prior to the onset of epilepsy may be found and neuroimaging studies are normal [4] [5] [6] .
Some authors [7] [8] [9] have suggested that the heritable component in temporal lobe epilepsy (TLE) and other focal epilepsies is underestimated. In the last few years, familial cases of idiopathic focal epilepsy with onset in adolescence/early adult life have been described, mainly represented by the Autosomal Dominant Nocturnal Frontal Lobe Epilepsy 10 , and the Familial Temporal Lobe Epilepsy 11 . This latter form, according to the authors, may also be a frequent cause of apparently sporadic benign TLE. The lack of identified relatives might be due to a low penetrance gene or high spontaneous mutation rate. Cases of mild non-lesional TLE of adulthood with a high prevalence of familial history of epilepsy have been recently described 5 .
The objectives of the present study were to verify the existence of sporadic cases of mild, non-lesional TLE of adult life of possible idiopathic nature and to better define their characteristics.
METHODS
We retrospectively examined all the subjects with focal seizures strongly suggestive of a temporal lobe origin, according to the ILAE classification criteria (1989) 2 -normal laboratory examinations including studies for metabolic, endocrine, and immunological disorders;
-follow-up period: more than two years.
The upper limit of age at onset of seizures (50 years) was introduced in order to avoid the inclusion of cases with unknown initial vascular or degenerative disease.
For better exploring anterior temporal regions, T1 and T2 electrodes were used during EEG recordings. At least a nocturnal sleep recording was carried out in every patient.
MRI studies were performed on a 1.0 T (until October 1994) or 1.5 T MRI unit, using a similar protocol designed with sequences and slices to optimize visual detection of hippocampal sclerosis. The eight subjects with normal 1.0 T MRI were subsequently re-examined with the upgraded system (Siemens Magnetom 1.5 T). Three series of scans were obtained in all patients: sagittal, coronal, and axial, with 4 mm slice thickness and 1.2 mm slice gap, and included T2-weighted images (TR = 2,100, TE = 20 ms, at 1.5 T), proton density-weighted images (TR = 2,000, TE = 20 ms, at 1.5 T), and T1-weighted images (TR = 550, TE = 19 ms, at 1.5 T).
For statistical analysis chi square test was used.
RESULTS
Two hundred-thirty seven patients with a clinical diagnosis of TLE were identified. Seventy eight subjects were excluded because of insufficient imaging or doubtful clinical data, or for loss to follow-up. Among the 159 subjects included in the study, 14 (8.8%) met the inclusion criteria adopted (Group 1). Their clinical characteristics are indicated in Table 1 . Those of the 145 remaining (Group 2) are exposed in Table 2 . From a comparison between the two groups some differences emerge.
Gender. A slight prevalence of females is present in both groups.
Age at onset and length of history. The limits we have chosen do not permit any comparison.
Familial history for epilepsy. A familial history for epilepsy was detected in six cases (42.8%) of the Group 1. In one patient, the mother was affected by generalized epilepsy tonic-clonic type that started in the adolescence. In another case a paternal uncle suffered from TLE with onset in adult life. In the third (complex partial seizures with oral automatisms), two members of the family were affected : the mother had complex partial seizures without automatisms, and the sister had sporadic simple partial seizures autonomic type. The father of the fourth patient presented febrile convulsions in early childhood and sporadic generalized seizures GM-type in adolescence. The paternal uncle of the fifth patient was affected by nocturnal GTCS. Among the family members of the sixth, a maternal uncle had a diagnosis of JME and a nephew was affect by childhood absence epilepsy. The incidence of familial history is markedly lower (9%) in the Group 2. The difference is statistically significant (chi square test: 10.9; P< 0.01). Seizure frequency at onset. Nine patients of the Group 1 (64.3%) had 1-3 partial seizures per year during the 1-3-year period before treatment. Three patients presented more than one partial seizure per month during the 4-6 months before initiating drug therapy. In two cases, a high seizure frequency (with secondary generalization in one case) led to a prompt start of antiepileptic therapy. In the Group 2, sporadic seizures at onset (3 or less per year) were present in 22 subjects (7.2%), in 136(44.6%) the frequency was one or more per month, in 121(39.7%) one or more per week, and in 26(8.5%) one or more per day.
Interictal EEG. Background EEG activity was normal in all the 14 cases of the Group 1, and in 256/305(83.9%) of the Group 2. Abnormal focal EEG activity, more evident in the regions explored by T1 and T2 electrodes, represented by theta rhythms, isolated spikes, and spike-and-wave complexes, were recorded in all the patients of the Group 1 (bilateral in two). In 3 out of these cases, the anomalies were observed only during sleep. In 18 patients (5.9%) of the Group 2, interictal EEG was normal. Unilateral abnormalities were present in 225 (73.8%), and bilateral abnormalities in 62 subjects (20.3%).
Therapeutic response. A high percentage of patients (8/14 = 57.1%) became seizure free with the initial monotherapy (CBZ,VPA, or VGB) or with alternative monotherapy. Three patients were controlled with bi-therapy. In the other 2(14.3%), sporadic seizures persisted despite any therapeutic attempt. In the Group 2, freedom from seizures with monotherapy or bi-therapy could be achieved in 76 patients (52.4%), while 69 subjects (47.6%) resulted drug-resistant. The difference between the two groups is statistically significant (chi square test: 4.46; P< 0.05).
DISCUSSION
In a study on localization-related epilepsy, from which the benign epilepsies of childhood and adolescence were excluded, Bauer 4 found that the incidence of familial history for epilepsy in the cryptogenic group was 2-3-fold higher than in symptomatic group. This figure, in the view of the author, includes the possibility that some cases of focal epilepsy of the adult, presumed cryptogenic, are indeed idiopathic (i.e. have a genetic background). More recently, cases of late onset non-lesional TLE, with a high incidence (47%) of familial history for epilepsy have been reported 5 . In most of these patients, the seizures were of pure autonomic type (epigastric aura) and the therapeutic response was generally good. Also in these cases, genetic factors seem to play a relevant etiological role.
In a consecutive series of 222 adult patients with TLE of varying severity Lehéricy et al. 6 found a normal MRI in 40(18%). These subjects had a later age of seizure onset and a significantly less severe form of the disease.
In our study, we identified 14 adult patients with non-lesional focal epilepsy, displaying common characteristics (high incidence of familial history for epilepsy, prevalence of pure autonomic seizures, low seizure frequency at onset, and good prognosis) with those described by Aguglia et al. 5 and with the familial cases of TLE described by Berkovic 11 . As regard the site of seizure origin, the semiologic characteristics of the attacks and the data from the EEG recordings, strongly suggest a temporal localization.
The existence of a genetic susceptibility in the pathogenesis of partial epilepsies is well known and in some studies the percentage of patients with positive familial history has been reported to be even higher for temporal lobe patients than for patients with nonfocal GM 9, 12 . It is also well known that idiopathic epilepsies are associated with a higher degree of familial aggregation than are symptomatic epilepsies.
In our 14 'idiopathic' cases, familiality for epilepsy is very high in comparison with the non-idiopathic subjects (42.8% vs. 9%). The difference is statistically significant. In most of the cases the type of seizures in the relatives was different from those observed in the probands suggesting a multifactorial mode of inheritance. It is indeed likely that at least some of these patients may have familial TLE. Whether this disorder may be present in patients without convincing family history remains a matter of debate, which must await the identification of the gene(s) for this disorder. Till then, it is certainly worthwhile to underscore the better prognosis of these patients compared to those who did not meet these criteria.
